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Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
eamed patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )^ Responsive to communication(s) filed on 28 August 2009 and 02 September 2009 . 
2a )□ This action is FINAL. 2b)|3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Clalm(s) 44.50. 1 13 and 117-123 is/are pending in the application. 

4a) Of the above claim(s) 44 and 50 is/are withdrawn from consideration. 

5) \Z\ Claim(s) is/are allowed. 

6) |EI Claim(s) 113 and 117-123 is/are rejected. 
/)□ Claim(s) is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10) 0 The drawing(s) filed on is/are: a)^ accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held In abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) 0 The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)n All b)n Some * c)^ None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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1 ) ^ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. . 

3) □ Information Disclosure Statement(s) (PTO/SB/08) 5) □ Notice of Informal Patent Application 

Paper No(s)/Mail Date . 6) □ Other: . 
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DETAILED ACTION 

1 . Claims 44, 50, 1 1 3 and 1 1 7-1 23 are all the pending claims for this application. 

2. Claims 120-122 were amended, Claim 16 was cancelled, and new Claim 123 
was added in the Response of 8/28/09. 

3. The supplemental Response filed on 9/2/09 is acknowledged and entered. It 
does not appear to amend, cancel or add new claims from the claim set in the 
Response of 8/28/09. Should Applicants wish to further elaborate on why a supplement 
Response was filed, they are welcome to do so. 

4. Claims 44 and 50 are withdrawn from examination. 

5. Claims 1 1 3 and 1 1 7-1 23 are all the claims under examination. 

6. The finality of the Office Action is withdrawn in view of the new grounds for 
rejection set forth below. 

Withdrawal of Objections 
Claim Objections 

7. The objections to Claims 116,121 and 1 22 because of informalities is withdrawn 
for the following reasons: 

a) The objection to Claim 116 for the recitation of "the corresponding framework 
region sequences (FRs)" is moot for the cancelled claim. 

b) The objection to Claim 121 for duplicate recitation for the species "a stem cell 
growth factor" is withdrawn in view of the amendment to delete the second occurrence 
of the species in the Response of 8/28/09. 
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c) The objection to Claim 122 for reciting in a Markush group what appear to be 
two groups of radionuclides, "^^P... ^^^Pb", and "^^^Bi... and ^^^Fm" is withdrawn in view 
of the amendment to delete the "and" in the Response of 8/28/09. 

Withdrawal of Rejections 
Claim Rejections - 35 USC § 112, second paragraph 

8. The rejection of Claim 120 in lacking antecedent basis for the limitation "the 
toxin" is withdrawn in view of the amendment to the claim to bring it into proper 
antecedent basis. 

9. The rejection of claim 121 for reciting the broad recitation "a stem cell growth 
factor", and the narrower statement of the range/limitation for "S1 factor" in addition to 
other examples including "an interferon (IFN)" followed by "interferon-a, interferon-B, 
interferon-y" is withdrawn. 

The amendment of the claim in the Response of 8/28/09 to delete the 
subspecie(s) for the specie(s) of immunomodulator overcomes the rejection. 

Claim Rejections - 35 USC § 112, first paragraph 
Enablement 

10. The rejection of Claims 113 and 116-122 under 35 U.S.C. 112, first paragraph, 
because the specification does not reasonably provide enablement for any hMN-14 
antibody having at least one amino acid substituted from the corresponding framework 



Application/Control Number: 10/680,734 Page 4 

Art Unit: 1643 

of the murine HIVI-14 antibody witli any one or any combination of heavy chain amino 
acid residues 24, 28, 30, 48, 49, 74 and/or 94 is withdrawn. 

Applicants have cancelled Claim 16 and the subject matter of which was 
otherwise encompassed by generic Claim 113. 

New Grounds for Rejection 
Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
mailing and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Written Description 

1 1 . Claims 1 1 3 and 1 1 7-1 23 are rejected under 35 U.S.C. 1 1 2, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. 

Claims 113 and 1 17-123 are interpreted as being drawn to a genus of specifically 
functionalized and humanized anti-CEA antibodies comprising the VH and VL CDRs 
from murine MN-14 antibody and any human acceptor antibody (any human framework 
region sequences and any IgG 1 human constant region) much less where the genus of 
antibodies all have the ability to sensitize a CEA-expressing human medullary thyroid 
carcinoma or a human colorectal cancer to the apoptosis-inducing effects of DTIC and 
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CPT-11, and much less even further where the combination of the humanized MN-14 
antibody and DTIC and CPT-1 1 is more effective for treatment of either cancer than 
either the humanized MN-14 antibody or DTIC and/or CPT-1 1 alone. The specification 
and the prior art do not support the genus of antibodies meeting the structure function 
requirement of the claimed antibodies. 

Under the Written Description Guidelines (66 FR 1099 (Jan. 5, 2001); 1242 O.G. 
168 (Jan. 30, 2001) revised training materials 3/25/08), the claimed invention must meet 
the following criteria as set forth. 

a) Actual reduction to practice: The specification discloses the cloning of a 
humanized MN-14 antibody through incorporation by reference to Sharkey et al. 
(Cancer Res., 55:5935s (1995); cited in the IDS of 9/14/06) (p. 58 [0240]). Sharkey 
teaches: 

"Development and Production of hMN-14 antibodies. The development and 
testing of various hMN-14 Abs is described in detail elsewhere (ret. 4). Briefly, the 
human variable FRs were selected based on sequence homology with their murine 
counterparts. The greatest homology was found with the human KOL Vh, and REI VL 
Frs. Oligonucleotides encoding mMN-14 CDRs were grafted onot these heavy and light 
chain variable region domains, respectively. The humanized variable region genes were 
cloned Inot expression vectors alongside human IgGI constant region genes according 
to Orlandl et al. (ref. 18). Four variants were formed, designated KLHuVh, KLHuVhAlg, 
KLHuVhAIGA, and KLHuVhAIGAY, retaining a total of 3, 6, 7 or 8 murine amino acid 
residues in the vh Frs, respectively" (p. 5936s, Col. 1, 1|1). 

A copy of the Orlandl reference has never been provided by Applicants to verify 

the sequence Information on the frameworks and constant domains. Sharkey discloses 

4 examples of hMN-14 variants, and each of which retains CEA-binding specificfity. 

Notably, the specification does not even define which of the 4 clones or variants from 

Sharkey was used in the working examples of the specification. The in vitro and in vivo 
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testing in tlie specification to demonstrate the sensitization effect of the instant claimed 
antibody in thyroid and colorectal cancer with respect to DTIC and/or CPT-1 1 having 
been conducted with seemingly a single species of humanized antibody described in 
Sharkey but it does not disclose which of the 4 species was used. The specification 
does not describe examples of any other hMN-14 antibody. The specification mal<es a 
general disclosure for humanized MN-14 antibodies, but there is now showing and 
therefore no possession of a representative number of species of antibodies possessing 
all of the structural and functional requirements of the claims. 

The examiner cannot discern from the sequence listing whether Applicants have 
provided the full sequence disclosure for the heavy and light chains of the hMN-14 
antibody relied upon by Applicants in the working examples of the specification. 

b) Disclosure of drawings or structural chemical formulas: the specification and 
drawings do not show that applicant was in possession of the genus of the hMN-14 
antibodies having all of the structural and functional relationships required of the instant 
claimed antibodies. 

c) Sufficient relevant identifying characteristics: the specification does not identify 
1) a complete structure, ii) partial structure, iii) physical and/or chemical properties, or 
iv) functional characteristics coupled with correlation between structure and function for 
the genus of hMN-14 antibodies. 

d) Method of making the claimed invention: the specification teaches through 
incorporation by reference to Sharkey through nested incorporation by reference to 
Orlandi. 
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e) Level of skill and knowledge in the art: the level of skill for generation of the 
hMN-14 antibodies is art-recognized at the time of the application filing based on 
incorporation by reference to Sharkey through nested incorporation by reference to 
Orlandi. 

f) Predictability in the Art: the art does not even shed any light on which of the 
hMN-14 antibodies could be used to sensitize a human thyroid or human colorectal 
cancer to DPTC or CPT-1 1 . For example, Sten et al. (Mol, Cancer Ther 2004;3(12), 
December 2004, pp. 1559-1564); cited in the IDS of 9/14/06) doesn't disclose which of 
the antibodies of Sharkey were used in the study. Thus absent a full disclosure of the 
heavy and light chain protein sequence for the hMN-14 antibody used in the 
experiments and instantly claimed as having the functional properties, the ordinary 
artisan could conclude that Applicants were not in possession of the genus of 
antibodies, nor would it be predictable which residues in the CDR, FRs and constant 
domains were critical for binding and mediating the sensitizing effect. 



Biological Deposit 

12. The claims 113 and 117-123 are rejected under 35 U.S.C. § 112, first paragraph, 
because the specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to use the invention, because the 
specification does not provide evidence that the claimed biological materials are (a) 
known and readily available to the public; (b) reproducible from the written description, 
a. It is unclear if a cell line which produces an antibody having the exact chemical 
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identity of the hMN-14 Is known and publicly available, or can be reproducibly isolated 
without undue experimentation. Alternatively, if Applicants can provide evidence that 
the sequence for the full length heavy and light chains were publicly available at the 
time of filing for an hMN-14 antibody meeting all of the claimed functional limitations, 
then such evidence could overcome the rejection. Therefore, a suitable deposit for 
patent purposes or submission of reference articles showing the full structure of the 
antibody is suggested. Without a publicly available deposit of the above cell line, one of 
ordinary skill in the art could not be assured of the ability to practice the invention as 
claimed. Exact replication of: (1) the claimed cell line; (2) a cell line which produces the 
chemically and functionally distinct antibody claimed; and/or (3) the claimed antibody's 
amino acid or nucleic acid sequence is an unpredictable event. 

b. For example, very different Vh chains (about 50% homologous) can combine 
with the same Vk chain to produce antibody-binding sites with nearly the same size, 
shape, antigen specificity, and affinity. A similar phenomenon can also occur when 
different Vh sequences combine with different Vk sequences to produce antibodies with 
very similar properties. The results indicate that divergent variable region sequences, 
both in and out of the complementarity-determining regions, can be folded to form 
similar binding site contours, which result in similar immunochemical characteristics. 
[FUNDAMENTAL IMMUNOLOGY 242 (William E. Paul, M.D. ed., 3d ed. 1993)]. 
Therefore, it would require undue experimentation to reproduce the claimed antibody 
species hMN-14. Deposit of the hybridoma would satisfy the enablement requirements 
of 35 U.S.C. § 112, first paragraph. See, 37 C.F.R. 1.801-1.809. 
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If the deposit is made under tine provisions of the Budapest Treaty, filing of an 
affidavit or declaration by applicant or assignees or a statement by an attorney of record 
who has authority and control over the conditions of deposit over his or her signature 
and registration number stating that the deposit has been accepted by an International 
Depository Authority under the provisions of the Budapest Treaty and that all restrictions 
upon public access to the deposited material will be irrevocably removed upon the grant 
of a patent on this application. This requirement is necessary when deposits are made 
under the provisions of the Budapest Treaty as the Treaty leaves this specific matter to 
the discretion of each State. 

If the deposit is not made under the provisions of the Budapest Treaty, then in 
order to certify that the deposits comply with the criteria set forth in 37 CFR 1 .801-1 .809 
regarding availability and permanency of deposits, assurance of compliance is required. 
Such assurance may be in the form of an affidavit or declaration by applicants or 
assignees or in the form of a statement by an attorney of record who has the authority 
and control over the conditions of deposit over his or her signature and registration 
number averring: 

(a) during the pendency of this application, access to the deposits will be 
afforded to the Commissioner upon request: 

(b) all restrictions upon the availability to the public of the deposited biological 
material will be irrevocably removed upon the granting of a patent on this application: 

(c) the deposits will be maintained in a public depository for a period of at least 
thirty years from the date of deposit or for the enforceable life of the patent of or for a 
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period of five years after the date of the most recent request for the furnishing of a 
sample of the deposited biological material, whichever is longest; and 

(d) the deposits will be replaced if they should become nonviable or non- 
replicable. 

Amendment of the specification to recite the date of deposit and the complete 
name and address of the depository is required. As an additional means for completing 
the record, applicant may submit a copy of the contract with the depository for deposit 
and maintenance of each deposit. 

If a deposit Is made after the effective filing date of the application for patent in 
the United States, a verified statement is required from a person in a position to 
corroborate that the biological material described in the specification as filed is the same 
as that deposited in the depository, stating that the deposited material is identical to the 
biological material described in the specification and was in the applicant's possession 
at the time the application was filed. 

Applicant's attention is directed to In re Lundak . 773 F.2d. 1216, 227 USPQ 90 
(CAFC 1985) and 37 CFR 1 .801-1 .809 for further information concerning deposit 
practice. 



Conclusion 

13. No claims are allowed. 
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14. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Lynn Bristol whose telephone number is 571-272-6883. 
The examiner can normally be reached on 8:00-4:00, Monday through Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on 571-272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status Information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Lynn A. Bristol/ 

Primary Examiner, Art Unit 1643 



